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DETAILED ACTION 

1 . The remarks, amendments to the claims and the specification, and declaration filed 10 
October 2006 have been entered. Claims 6 - 7, 9, 1 1 - 17 are pending and under examination. 

2. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Withdrawn Rejection and Objections 

3. The following rejections and objections set forth in the previous office action are 
withdrawn: 

A. The rejection under 35 USC §§ 101 and 112, first paragraph, for lack of specific and 
substantial utility is withdrawn in light of the arguments. In previous office actions, the examiner 
had argued that the results of experiments using nucleic acid were not sufficiently predictive of 
the expression patterns of the encoded proteins and therefore did not allow one of skill in the art . 
to know the use of the proteins now claimed. In the remarks submitted 10 October 2006, 
applicant argues that the evidence of record support the assertion that protein expression levels 
are correlated with mRNA levels. Upon further consideration, the examiner agrees with 
applicant's reasoning, when the assay used to measure such mRNA levels is the RT-PCR 
assay that uses tissue-matched control samples, described on p. 140 of the specification. 
Therefore one of skill in the art would be able to use the proteins now claimed to distinguish 
normal stomach from stomach tumor or normal rectum from rectum tumor, as asserted by 
applicant. 

The examiner notes that while the arguments refer to the declaration by Dr. Scott, which 
has been considered, the declaration is not on point to the instant invention. The declaration 
describes correlations between protein expression levels and nucleic acid data obtained from 
microarrays. Microarrays were not used in the experiments described on p. 140 of the 
specification. 

Maintained Rejections and Objections 
Priority 

4. The effective filing date for all pending claims is 24 August 2000. Applicant did not 
traverse this statement and thus the examiner's determination stands for the reasons of record. 



Application/Control Number: 10/063,553 Page 3 

Art Unit: 1649 

Claim Rejections - 35 USC §112 
5. Claims 6. 9, and 12 - 17 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for the protein of SEQ ID NO:48, does not reasonably 
provide enablement for for polypeptides which either consist of, or alternatively comprise, 
residues 32 - 49 or 1 1 1-1 90 of SEQ ID NO:48, or for variants at least 95% identical to SEQ ID 
NO:48 which can make antibodies used to detect the full-length protein. The specification does 
not enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the invention commensurate in scope with these claims. 

This rejection is maintained for the reasons of record. Briefly, the claims are drawn to 
fragments of SEQ ID NO:48 and variants of the same protein. The specification discloses a 
single instance of a nucleic acid that encodes SEQ ID NO:48 which is differentially expressed in 
tumor vs. control tissue, wherein the control is form the same tissue as the tumor The 
specification fails to disclose which residues are encoded by this nucleic acid, but does disclose 
that it is considerably less than the full length protein. See p. 140, which discloses that the 
fragment is approximately 200 - 600 bp in length. As three base-pairs encode a single amino 
acid, this corresponds to a nucleic acid which encodes 66-200 amino acids. The specification 
provides no evidence whatsoever that amino acids 32 - 49 or 1 1 1 - 190, recited in claims 6, 9, 
14, and 15, are differentially expressed in any tumor compared to control. The specification 
does not disclose those structural elements of SEQ ID NO:48 which must be retained such that 
a variant at least 95% identical thereto will retain the proper differential expression pattern. The 
prior art teaches that one cannot predict the relationship between a particular nucleic acid 
sequence and whether or not the entire sequence, or encoded protein, is differentially 
expressed in cancer. The enclosed article by Coulson (2000. Cancer Research 60:1840-1844) 
is particularly relevant to this matter. Coulson teaches that a splice variant containing as few as 
50 additional base pairs out of over a thousand in the mRNA can be used for cancer diagnosis, 
whereas the variant lacking this small additional piece is not differentially expressed in cancer 
versus normal control tissue. These splice variants differ by only 5% (50 base pairs out of 
1000). Thus the art indicates that there is no particular relationship between nucleic acid 
sequence and use as a cancer diagnostic when the nucleic acid sequence is varied. Given the 
lack of guidance as to which regions of the protein variants of claims 14-15 must be 
preserved, it would take undue experimentation to determine both how to make and how to use 
these variants, since the only asserted use for the proteins is as a cancer diagnostic. 
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Additionally, the requirement that the protein variant be able to produce an antibody which can 
be used to detect the protein of SEQ ID NO:48 in stomach or rectum tissues does not indicate 
which structures can be varied or must be retained. The claims do not require that the protein 
variant itself is overexpressed in any tissue, and the art of record (Hopp et al. 1981) teaches 
that any six amino acids are sufficient to produce an antibody when administered to a mammal. 

Claims 14 - 17 do not require that any particular structure be present, nor do the claims 
teach the artisan which regions are sufficient to make an antibody, or which ones are necessary 
to ensure that the antibody will "specifically detect the polypeptide of SEQ ID NO:48" as recited 
in claims 14 and 15. For an antibody to "specifically detect" a protein means that it will not 
detect other proteins, thus ensuring to the artisan who uses it that the target protein in question 
(here, SEQ ID NO:48) is what is actually identified by the antibody. The specification does not 
teach the artisan which regions of SEQ ID NO:48 are required so that the resultant antibody will 
have the required specificity. 

Thus given the breadth of the claims, in that they encompass far more than what is 
actually disclosed, the lack of working examples, or even of prophetic examples, of how to use 
residues 32-49 or 1 1 1-190 of SEQ ID NO:48, the lack of guidance in the specification as to 
which regions of SEQ ID NO:48 or of those small fragments (i.e. residues 32-49 or 1 1 1-190) are 
either necessary or sufficient to make the antibodies with the specificity recited in claims 14 and 
15, and the lack of guidance as to which regions of the proteins should be retained in the 
variants, it would take undue experimentation for the artisan to both make and use the invention 
commensurate in scope with the claims. 

On p. 26 of the remarks, applicant cites MPEP § 2164.01(c), which states in part that "if 
any use is enabled... the application is enabling for the claimed invention." While this is of 
course true, applicant is directed to the more relevant section of MPEP, which particularly deals 
with the question of whether or not enablement Is commensurate in scope with the claims. See 
for example MPEP § 2164.08, which states: 

All questions of enablement are evaluated against the claimed subject matter. 
The focus of the examination inquiry is whether evervthinq within the scope of 
the claim is enabled..,. The Federal Circuit has repeatedly held that "the 
specification must teach those skilled in the art how to make and use the full 
scope of the claimed invention without undue experimentation'." In re Wright, 999 
F.2d 1557, 1561. 27 USPQ2d 1510, 1513 (Fed. Cir. 1993). [emphasis added] 
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Here, the full scope of the claims includes variants which are not demonstrated to be 
differentially expressed in cancers, and the art teaches it is unpredictable whether or not the 
proteins would be differentially expressed in cancers. The claims thus include an unreasonable 
number of protein variants for which a use would have to be discovered by the skilled artisan. 
Given the lack of guidance in the specification, the burden would be on the artisan to discover 
how to use the proteins, and the artisan would have to thus resort to undue experimentation to 
determine this. 

6. Claims 14 - 17 are rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a written description rejection. 

This rejection is maintained for the reasons of record. Briefly, the claims are drawn to 
polypeptides at least 95% identical to SEQ ID NO:48, or to residues 32-49 or 1 1 1-190 of SEQ 
ID NO:48, wherein the resultant protein can make an antibody to specifically detect SEQ ID 
NO:48. The specification discloses only a single member of the broad genus, namely SEQ ID 
NO:48 itself. The examiner concedes that making variants is within the skill of the artisan, and 
testing antibodies is within the skill of the artisan. However, whether or not the artisan is so 
skilled does not indicate that the specification discloses that applicant was in possession of the 
claimed invention. 

Applicant refers to example 14 of the written description guidelines for support for the 
argument that claims to variants at least 95% identical to a disclosed sequence with appropriate 
functional language are generally considered to meet the written description requirement. While 
this is true, in the instant case the functional language recited, i.e. an ability to generate an 
antibody, is so broad as to be irrelevant. The art of record (Hopp et al. 1981) indicates that any 
six consecutive amino acids are sufficient to induce an antibody response. As claims 14 and 15 
require 95% and 99% amino acid identity to the reference sequence, adding the functional 
language "wherein said isolated polypeptide or a fragment thereof can be used to generate an 
antibody which can be used to specifically detect the polypeptide of SEQ ID NO:48 in stomach 
or rectum tissue samples" fails to further distinguish the claimed variants from those described 
by sequence identity alone. Applicant argues, pn pp. 27 - 28 of the remarks, that there is 
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sufficient guidance on how to make the variants and cites In re Wands in support of this 
argument. This argument is not on point, as the question is not one of enablement, but rather of 
written description. 

Applicant also cites In re Wallach. This case was cited in the remarks filed 17 April 
2006. The issues were addressed by the examiner in the previous office action (see particularly 
pp. 1 1 - 12 of the previous office action. In Wallach, the court found that the specification failed 
to provide a sufficient written description of the claimed chemical invention, because it did not 
disclose those features which distinguish the genus of claimed compounds. On p. 22 of the 
remarks, applicant argues that the facts in the instant case are very close to those in Wallach. 
To the extent that that is true, it would tend to support the examiner's rejection for lack of written 
description, as the court ruled in Wallach that the examiner and the Board of Patent Appeals 
and Interferences were both correct in their conclusions that the specification did not describe 
the claimed invention. 



7. Claims 6, 9, 12 - 17 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in 
the relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a new matter rejection. 

Claims 6, 9, and 14-17 each encompass polypeptides comprising amino acid 
sequences selected from residues 32-49 and 1 1 1^190 of SEQ ID NO:48, or polypeptides at 
least 95% identical thereto, or chimeric proteins comprising same. The examiner is unable to 
find support for proteins comprising these regions in the specification as originally filed. In the 
remarks filed 10 October 2006, applicant argues that since certain fragments have been 
described in a broad, generic manner, the claimed invention was described in the original 
disclosure. Applicant's arguments have been fully considered but they are not persuasive. 
Neither of the fragments, now identified by residue number, were described in the disclosure as 
originally filed. Without reference to the actual fragments and proteins and variants comprising 
same, the originally-filed disclosure does not in fact provide support for the claims which recite 
them. Thus the rejection stands for the reasons of record. 
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Conclusion 

8. Claims 6, 9, and 12 - 17 are rejected. 

9. Claims 7 and 1 1 are objected to as being dependent upon a rejected base claim, but 
would be allowable if rewritten in independent form including all of the limitations of the base 
claim and any intervening claims. 

10. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time policy as 
set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1,1 36(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing date 
of this final action. 



1 1 . Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Daniel Kolker whose telephone number is (571) 272-3181. The examiner 
can normally be reached on Mon - Fri 8:30AM - 5:00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor. Janet Andres can be reached on (571) 272-0867. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR, Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you 
would like assistance from a USPTO Customer Service Representative or access to the 
automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 





Daniel E. Kolker, Ph.D. 
December 13, 2006 



ROBERT C.HAYES, PH.D. 
PRIMARY EXAMINER 



